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[000 1 ] 

[ WRcnm-t 4 mti^m i y a -f x y 

[0002] 

A § iDrttisBM i: 9 oo & 4 . « fc £v yfrftoffl V ^ 

IBftflf ± . *Atto T W&coMfctt** A S v ^W-TSr 
<^Kows^wif\ *e>i*ifl#K ffwe«^tiA§ 

*WfcftW«iE<ofiT t T 4*A fca-^-t & i t iiffl 
[0003] -jRfc. b ham***. ft*»63«WSii 

sawcfHaft* ^ a. ;<^i 

H 

[0 0 0 9] -C-*§il4 5-^< b^rv-b UT^5>-Ii# 
[00 10] 

immmmcowmi *8fflv>±is&; ( i > t-«$ix4 

-f4 K n^dfHf xygE? o'JKt b 'J xf 

/PT 5 y#co#4T^RJSS 4t4 i fc K i >9 Wtt 4 i 

[0011] #S£BJ§<7) 5 h^fS/ h 'J 7°^ 5 Vli** 

«oft¥MJi, ttM, ttS, 

0. lEiiV^ttREfcWtTJRfflSaaS. 



[0 0 04] h^yh'J/^S^ 
ji* ^ h - ytmftt. &$kfaX"&f&Zti&*>V' : e>X" 

$lll**#8&$;?XT^4 (Proc. Natl. Acad. Sci., 91, 
1824, 1994) . n-3»5mjt^ft*WISIjrC»4 
Hn-if^dr-tfxy^ (DHA) IBM. ^gfl&OBfc 

■rS<r t^'»S-§fLTU4 (J. Clin. Inv. , 97,1129, 
1996) „ S£\ ^7f-y, DHAWUfilttfW: 
0 „ A*£»4 LT £>gij#ffl*^&v > 
<Ii:* s *n^n.T^4. 
[0005] 

[ SKH a«tfe L J: 3 i: iMH , h h atflft 

SSBIS&SrJWJ-r 4*MC£««-$-4 C: t * I m b -t 

4. 

[0006] 

[00 07] -r^rfc^, *^BHi±, 5H ( I ) 

[0008] 

[^2] 




[0012] A% 0 J« 5-^l^fyh l j7?S yffzifr 

4^WJfc 4 i k ^T-^ 4 . ^igPS-^Jfc LT 
filffiJfc-T4*i:* i -CS4o 
[0013] i^teffittfiiciHc^^L IR¥AIC 

mum^mm-^m i o hs^mi'M^^^v * lb 

KflSC J: "3 »Mtt»S'Ji:^-4 i t i>-*IffiTfc 4 . 
[0014] 



(3) 
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Krj-^^-tfx>- it (0.099 g, 0.3 mmol)i7)ir K 
P77y(2 nL)mi&£.ttirV)U7uV F(0.08 mL, 0. 
9 mmoDSrjD;^ 3 BSISffltff Ui«L &«£«EE 

X\ 5-* h^isbVTf 5^(0.057 g, 0.3 mmolh 
H)X-^;PT$>'(0.06 mL, 0.4 mmol)<7)i^ QD^ ^ 

X2.0 iDase, ±.XimtLfzV3y^^>M7 

P'J K0y7OD^?>(l.O mL) 0*CTUl];i. § 

6 ££ST30$HBfflH<F L£ . tt*UtS****- r- 'J -7 A/J< 

;l/7n7F/77-f- ( Mixers ytf>5%A.af -9" > 

m-MTmrn) izhl (Mty/iiif/i-=i/i) . a 

N'J^^yiift ( I ) (0.090 g, 0.18 mmol, 60%) 

[00 16] 1 H NMR (CDC1 3 , 400 MHz) S 0.97 (3H, 
t, J = 7.5 Hz), 2.07 (2H, m) , 2.16(2H, t, J = 7.2 
Hz), 2.38 (2H, m), 2.77 - 2.88 (10H, ■) , 2.93 (2H, 

t, J= 6.7 Hz), 3.59 (2H, ddd, 6.7, 6.7, 5.9 Hz), 
3.85 (3H, s), 5.28 - 5.43 (12H, m), 5.56 (1H, br 
t, 5.9 Hz, CD-NH), 6.86 (1H, dd, J = 2.4, 8.8 Hz), 
6.99 (1H, d, J = 2.4 Hz), 7.02 (1H, d, J = 2.4 H 
z), 7.250 (1H, d, J = 8.8 Hz), 8.10 (1H, br, NH) . 
13 C NMR (CDCI3) 14.23 , 20.52 , 23.38 , 25.32 , 25. 
51, 25.54, 25.60, 36.52, 39,55, 55.91, 100.50, 11 
1.96, 112.42, 112.68, 122.76, 126.98, 127.72,127.8 
4, 128.05, 128.10, 128.22, 128.24, 128.28, 128.56, 

129.22, 131.53,132.03, 154.08, 172.28. 
IR (neat) 3408, 3298, 3013, 2962, 2934, 1651, 158 
3, 1527, 1485, 1440, 1392, 1356, 1267, 1217, 1172, 

1072, 1035, 923, 829, 796, 711, 430 cm" 1 . 
Mass (m/z) 500 (M + ). 

[0017] &%MMm<DWMrtim 

mk^Mlih^t^^U^yt-fl-EL (Sigma Chemic 

mi. g»: 



mmmo% t & & ± 3 tc#f? Lit. a mm^ 

Crj : CD-I (ICR)»ffi^X£ 5 

mz&mLfz. mmn^szA+Tc, j&£55±io%, m 
M0ai30/u*. imuxm (^m7^¥m^) cr> 
M-cufLft. mmmsmm,mmLtzmmmm (m 

m) SlfcWRfciOiitHlDlS-^. MtSiilP^ 
i D2il/«in<9S»rClSW-Ui. »*»BtfJ*-feyif- 
fclW«MliafBllft»-fe^- (NA-AS0U ttS^tt- 

a.-niM x yxi ) •CSOSL/i . 
[0018] ^^fLfcl^fRi»{±T%ffl±«Pi^lT-a 

^■-.y (Dunnet's multiple test) £fr%"3 

[0019] ttKffl 1 

(DHA-MT) 100mg/kg£ffll\ WEKifcErffiKfl!^ 
[00 20 ] Jt«a»CTl 

WWHWtfcLT, Kat^txvltxf^ (DHA-Et) 
60mg/kg£ fflV \ ffiflEHifcfrffifcflft •> SfBf 

[ 0 0 2 1 ] ammm2 

[ 0 0 2 2 ] JtttS0ftH3 

mmmt lt. * 5 hx^omg/kg^ ±v iat^ 

-tfx ylx ■?-/ WO«g/kg<75»&tt £ ffl v \ tu I BISfttfi£ 

£fi 1 tc^f o 
[0023] 

6ft 



SSBBUft 

S#fi 

(mg/kg) 0-10 10-20 20-30 30-40 40-50 50-60 



#&FiZ ~ 383 334 332 313 253 131 
(3Vl-n-*) ±34 ±37 ±35 ±51 ±34 ±90 



DHA-MT 100 267 79 75 52 68 109 
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-4- AC 

it 4b 


zL lb 




_I_1P: 


-A- AO 


-4- d 


DHA-Et 


60 


367 


355 


326 


347 


257 


246 






±4 


±47 


±40 


±13 


±83 


±27 




40 


319 


325 


329 


318 


276 


218 






±24 


±57 


±13 


±19 


±35 


±13 


DHA-Et 


60 


349 


380 


303 


256 


287 


217 


-Ay K~ > 


40 


±17 


±31 


±24 


±34 


±53 


±35 



[0024] flea, sftawtb bRt/mmo&ftMmzmi^&im 



